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DE CRESPIGNY PARK
DENMARK HILL
LOWDOM, SES 3AF
01-703 5411
THE BETHLEM ROTAL HOGFTTAL
i AUBELEY TORPETAL fth January 1982

Professor R. H. Cawley,
Institute of Psychiatry.

Dear Professor Cawley,

I am writing to you in your capacity as chairman
of the meeting on the benszodiazepines held at the
Mediocal Research Council on Wednesday 23rd September
1981. I am enclosing some additional information
which I would have presented at that meeting if it had
then been aveilable, I understand that you are
presenting the report of that meeting ic the Neurocsciences
Board in the near future and you may consider that my
supplementary inforpetion cowld be included.

As you will see from the table, 2 of ouwr 14
patients have definite cortical atrophy, 5 have a
borderline abnormality and the rest are normal,.
However, I am led to believe that the analysis of
the radiclogist was fairly crude and that more refined
techniques might reveal further problems. Accordingly
I think that the amount of abnormality is probably an
underestimata.

Several of the patients are still on benzodiagzepines
but some have heen off for quite some time.

Yours sincerely,

H ol eotm Lader

M. H. Lader

cc Dr,. James
Ir. Sturgess
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UMIVERIITY OF LoD
BRETLSH POSTORADUATE MIIHCAL FEDERATHON

INSTITUTE OF PSYCHIATRY,
DE CRESPIGNY PARK,
DENMARK HILL,

j LONDON, SE5 8AF I
THE ml—ﬂﬁgﬂ HOSFITAL 01 - 703 5411
THE MAUDSLEY HOSPITAL

FROFESSOR ROBERT CAWLEY
DR. H. STEVEN GREER

RHC/uml

14 January 1982

Professor Malcolm Laderx
Institute of Psychiatry

Dear Malcolm

Thank you for your letter of 6 January and enclosures, in
which you report information about your series of fourteen
patients, previocusly on benzodiazapines for long periods,

who had CAT scans.

I note that you have sent copies to Dr James and Dr Sturgess
at the Medical Research Council. The Neurosciences Board,

at its meeting on Tussday 12 January, received the report of
the ad hoc meeting we held in September 1981. I attended for
that item and drew the Board's attention to the new data: so
I can assure you that the Board is aware of the peogition.

Yours sincerely

(P

_
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R H Cawley

cc Dr D Jaxes

Dr E Sfascass
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PATIENT

AGE B2, YEars ~ON/OFF BZa. AT

RADIOLOGIST'S. REPORT

TIME QF SCAN
G.Q. 37 16 OFF 2/12 Normal appearances

DuWe 23 3% OFF 2/12 Normal soan

GeHa 40 2% N Hormal scan

LM, 35 6 (oN) Normal soan j

M.L. 27 T OFF 12/12 Normal scan ol

A.G. 76 20 oN The sulei are marginally prominent but within normal .
limits considering the patient's age. The lateral 'll
ventricles are normal.

S.E. 58 30 ON Scan appearances are normal for the age of the patient.

AaTs 50 1 8 ON There is some widening of the interhemispheric fissure |

. but no other evidence of cerebral atrophy. No focal |

leaion seen, i

WeH, 43 11 OFF lﬂ/’l.E There ia minor prominence of the anterior inter- |
hemispherio fissure, There is no evidence of gross i
atrophy.

ReCe 59 16 OFF 10/12

ocoasional sulei over the frontal lobe only. The
lateral ventrioles are normal and the posterior aspects
of the hemispheres are also normal.

Tha anterior interhemispherio fiassure is widened asm are ‘




PATIENT SEX

AGE

BZ2. YEARS

oN/OFF BZs. AT

TIME OF SCAN

RADIOLOGIST'S REPORT

JaHa M

M. M. M

JaMe M

M.F. F

40

32

39

12-15

11

10

14

OFF 2/12

Superficially sulci are very minimally prominent
oonsidering the patient's young age. No focal
abnormality is shown.

There is no definite cerebral atrophy praseﬁt. The
guloi are visible but probably just within normal
limits for the patient's age.

Superfioial sulei in the highest most 5B cut are
relatively prominent considering the patient's young
age, do imply some early atrophy. The anterior
interhemispheric fissure is also slightly wider than
usuals.

Summary: There is evidence of mild cortical atrophy
affecting both hemispheres superficially,

There is no displacement of any part of the ventricular
systems The left lateral ventricle is dilated and
there is widening of the left sylvian fissure. The
gulci of both hemispheres are wide. There is
enlargement of the superior cerebsllar cistern.
Conclusions: Cerebral atrophy, the left hemisphere
being more affected than the right.
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QRACT FROM THE MINUTES OF THE NEUROSCIENCES BOARD MEETING OF JANUARY 1982

25. The benzodiazepines - report of an ad hoc meeting held on 23 September
1981 (MRC B81/818)

The Board received the minutes of the meeting on the benzodiazepines, which
had been convened to discuss the problems of possible overpresceribing and
dependence on these drugs.

In introducing the paper, Professor Paykel drew attention to the studies of
psychotropic drugs conducted by the General Practice Research Unit at the
Institute of Paychiatry as being of particular interest. He also mentioned
that extensive investigations of the neurcpharmacological basis of
benzodiazepines were already in progress. He then identified the two most
important recommendations contained in the report. Firstly, the need for
atudies directed towards characterising the complex reasons for prescribing
these drugs, and for producing guidelines for formulating preseribing
policies. Secondly, since any prescribing of benzodiazepines carried risks as
well as benefits, research should be continued into the factors which
determine long-term usage and dependence, and into methods of withdrawing
benzodiazepines from dependent patients.

Professor Cawley, who had been invited to attend the Board for this item as
Chairman of the benzodiazepine meeting, answered questions raised by Board
members. He expanded on the question of the type of research which needed to
be done, laying emphasis on the related problems of tolerance and dependence
and the medico-sociological factors. He suggested that research into methods
of withdrawing the drugs and into non-pharmacological methods of treatment of
some of the problems might be of value and agreed that research should be done
to determine the actual efficacy of benzodiazepines. He emphasised the
diffieulty of conducting good research in this important field.

Frofessor Cawley presented some additional information te the Beard which he
had received from Professor Lader who had conducted CAT scans on some patients
treated with benzodiazepines. The preliminary results suggested the need for
further and more extensive studies,

The Chairman thanked Professor Cawley for attending the meeting.

Decision

The Board noted the report of an ad hoc meeting on the benzodiazepines and
accepted its conclusions.
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MRC Supported Research related to Benzodinzepines

MRC Establishments

li

3.

.- Neurophammacology: Blochemical pharmacology of brain monoamines and
effect of therapeutic agents

MR- Clinical Pharmacology Unit, Oxfard (Director: Professor D Grahame=-Smit

MRC .Meurochemical Pharmacology Unit, Cambridge (Ditector: Dr L L Iversen)
Neurophysiological studies of transmitter receptors in mammalian (NS)
actions of psychoactive drugs

Professor M H Lader (ESS) Londom, - PsychnphFSiolugic$1 and biochemical
measures in the assessment of psychotropic drug effects.

Programme Grants

i

Professor Sir William Paton (Pharmacology, Oxford)
Chronic Effects of Centrally active Drugs and their Metabolites on Brain

Chemistry and Structure,




